f' ^ PCT/JPC0/04M0 

B m ^ n Jt 23.06.00 

PATENT OFFICE 
JAPANESE GOVERNMENT 

\ 

^ This is. to certify that the annexed is a true copy of the following application as filed 

with this Office. 

ta m ^ n B 

Date of Ap(dication: 1999^ 6^240 
jii ^ # -f- 

AK>l»cation Number: ^m. 1 1 ^#f^®ll 1 7 8 1 4 2 # 

AppUcanKs): ffiSlii»Xm«l5^^f«: 



REC'D 1 j AUG 2000 
WlPO PCX 



PRIORITY 
DOCUMENT 




#^ 11-178142 
[SPa#-^] H11-0874H1 
[ffllS#fr4)-3i] ABIK 9/127 

i&^i mm mB 

[ft*] n 

[^g!l##] 000001029 

[ft*xi±**s;] n^mmumm^^in. 

[f^^#] ¥Bg iE 

[yg[y|CD^ffi] 

I^a^^iK*^] 008187 

muMi 2i,ooon 



1 



ffl|E# 2000-3058423 



«f#¥ 11 — 178142 



mf^^i mmm i 
mm^ 1 



2 



ailE# 2000-3058423 



f 



11-178142 

imm^i mmm 

€. flIS i: U T iSSA^^ft: I^iaS J: y iS V ^fllM S: -r z: i: CD 3 ^ *^ e> a 

*^ 2 i 3 JciB^roWffiiiliiW^^S. 

Ji*^ e. & -S 2 * 3 {c|H«®« ffiWffl;? So 

[if*«6] U3J<y-A®JilS|-MIK®*fcSiC«:=SSS[«C«±4:U U^Ky- 
i*©5pi%«^^gS: 1 2 0 nnije<±{C-r&31i:S:4fgti:f -5. ^flc^4)^#«£TT-® 

[«#^7] U:Ky-i*®5p*^!(S^-g*n 2 0 — 5 0 0 nmT*&-&S*3S 
3 t fctt 6 tClB«®«ffiffll«fl:&&. 

if**:s 8 ] ^tif.fS.^i^s!sLWLm^v&&mM 1 ~ 7 ©v^■r^l*^^clB«® 

iB a jllH ii !l:fra. 

1 ~ 8 ©VN-rti/)^tcfB^©jiffiaifii^a., 

im^mi 0] |^'a$tvS|g4**^Ma»IT'*«)||#3Ki~8©v>-f4x*^U: 
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ff 
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13] u 3J< y - A®flgfi^«l^®tScjR*ttt»l5tj«_hTf & y , *>o 

15] U d<y--6>®^i&j§^gA« 1 2 0 n meA±T?fe U 

I«*ai 6] UjKy-A®fliH-*m®tfeSic*^«»tj(je;jiT'fesri:, 

im^mi 7] ^<^^4j-#«TTy>Ky-Aicrtfesixfc^%®«ai$:jij 
«i-rsM#:Ki 3~i 6®v%-rtL*>{ciB«®yd<y-AS^. 

[fl*«l 8] *«c^4)-*<ife?K^f)-T**SS*3Sl 7{CfB«®U3Ky-A 

mm. 

±*^e>^ss#^i 4-1 8®v>-r*v*>fcfE«®y jKy-Ai^iW. 

[»#^2 0] |g^A^s;?;^5^Tn-f;i/;}N;^7T5=-y;i/=ru :}<ux^iy 
J«±*^e>^S»*3Si 4~i 8 0^^•rtl*^K:fB«oy jKy-i»igM. 

[a:^^2 1] y /Ky-i>.®:5pi|>lK^S;»U 2 0 — 5 0 0 nmT?feg>lt:» 

«13. 1 5— 1 8®V%-rtl*^{CgB«®U/J<y-ASgM. 
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3Si 3~2 i©v^-r*v*ncSH«©U jKy-AiSM. 

[«*:K2 3] W'g,$iX-S>^^*^®lJS^JT'^^»#Sl 3 — 2 l®^^■rtl 
[»:^^2 4] rt-a$4xS^!gj*^m^ifelST-$>S»*:Sl 3~2 1®^^^ 

13 — 2 1 CD^^•r4^*^^cia®0!>U3Kv-ASS{^^^l. 

[0 0 0 1] 
[0 0 0 2] 

[fie*®S$B] 

mM3©^j®'j3}<y-A*>e,©iiiffiS:«iS!if «.:&a«:Bv^mbT 

V>2> (#|1F^ 2 5 7 2 5 5 4 #i5f#) , rtllCiSil, U d<y - A0D|^^1.1C^« 

nllgj&^iil?: P H-£JiB->f>N a VK"^ss-S3@2'^y 5Ky-Artgi5^ci^A■r■5 3i:^c 
J:*;, ^!fe*^Ud<y-A*^6>iIfflt-«>©S:«I«!lt-S. $e>K:, H^^pH^^aeS: 

Ap^^l^COpH-ifeJBSODWfflSr^^bt (#ilFlg 2 6 5 9 1 3 6 -f-^^) , V^•n^© 

*a{cfc^^T%> ffiv^s';5Ky-A(Z)«i[^g{cM't--5fiI*<j{±^<. feU^y-A 

tt, /h$2c:i— ^/hffi (Small Unilamellar Vesic' 
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1 e, SUV) , >^^i&rL::i^^ ^/J\Ji§ (Large Unilamella 
r Vesicle, LUV). ^M"^ -^W^flS (Multilamella 
r Vesicle, MLV) tStiff)^^m^^tlX\f^^o V<7^-P>ti 

^^itj - :iLh ' ^"^^yty^ i^i^ ' 9 (Biochim. Biophys. A 
eta), 1 3 74 , 9 (1 9 9 8) ] „ tlL^lt. S/:/n :7 D ^-^-^Vtt K=^r V 
;i/trs>>}&if U:^y-i^rtg|ST'^ffi>fb (precipitation) LTV\:&Vn 

[0 0 0 3] 

[0 0 0 4] 

[SSi&«l^i--6fc*?)C?)^m] 

UCN- 0 1 «iir<Z>>f > FD:??j;i//l!/-;i/S^ftS:U3Ky-A 

t- s r h Jc <k y ^ft 33 w ^^tt<^) if e> n s :i h S: B m b T 

(WO 9 7/4 8 3 9 8) « 
[0 0 0 5] 
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NH 

CH3 

UCN-01 



[0 0 0 6] 

e 

[0 0 0 7] 

. fe 1 3: U ijf V - A feliliai- £ flgg A: b TtBfeig? tELffi)b^ jt:ft:[*Ji i iLffi A U Igv >flggt 
[0 0 0 8] 
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3KV-AO¥l^)K^SS: 1 2 0 nmjeA_h{c-r€>^i:, 'J jKV-i^Sr^^-t 

tf*v&2oJ«J:S:Sgfc-rri:S:#IS:fr«), ^«:^^^#«TT-0 >J d<y-Alc|^ 
^ $ ^ ffi*li^;^f {c M . 

[0 0 0 9] 
10 0 1 0] 

^*£^-g*«l 2 0 nm«±-eS>y, *^oU/J<y-i»S:«^-rSfl|jg*^ffi«^SK 
[0 0 11] 

$^fc, *l6^{cj:y, yjKy-ACBga-fijgcDttfiiA^ttjKttJ&liT'feSi 

y3Ky-A®^:^«z^g*«l 2 0 nmJ6t±T'*>Sri:, itJ^ U JKy-AS: 

S 2 13 JWJ: « 3fe f y y - A M ii « S 4x ^ . 
[0 0 1 2] 

±IB# y y - ASg^j ic J: y . ^<*s^4)>#?£t t* y y - i» (cf^-a s *i fc^i^ 

[0 0 13] 

[^iB^i^iifetpji^ffi] 

y7Ky-AS:«^-r«>flggi:UTtt, M^«y>flMM, yytnliflg®, 

tlS. r*lf>0*7?*, ffl«#ffifg*«5fe#:|^jaS (3 5~3 7TC) i y 
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[0 0 14] 

t)fflftSias:6^^ftp^T^s (35-3710 i:yisvN%o (Mx.ii>:;^^ 

[0 0 15] 

y y -fey K&if;^)^*if e>*v. ^:tie><z)e> ( 

3 5'-3 7r;) j:yigv>fe(D (Mx.«i, 2-o-2^7^;i/^ h>f;i/-3-o-/s 
-D-^*;i/^ D / ^y;i/- s n - ^'y -feu-;!/, 1 , 2-o-i/:7.'rrv4 jv- s 

[0 0 16] 

(3 5 — 3 7*0 J:Ul^VNt;OD (Mx«N - X-rT n ^ fc: KU A* 
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[0 0 17] 

i: bTfflv^e5tl-5e 33T% 3Kyx^i/>^'y n~;b^ffy ^fllKtcfej^^y > 
to 0 1 8] 

tfc. iK>lltc/;5l::;T. m^^i^umz. K^SftSah bTri i/::^5^n-;i/^if 

[0 0 19] 
[0 0 2 0] 
[0 0 2 1] 
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[ft 2] 




[0 0 2 2] 
[0 0 2 3] 

;i/tfi/>. :/ix:=rv>r A::/Dv>fS/>. if>^yx^>. tf>:/^x5=-> 





















[0 0 2 4] 
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^>[yy. u:^yu^i)-yy. hyjiyWihy^yu^-^yy^ ^^yu^iryy. y 
':fuyu^^yy^ TJVKiuyy^ >f -fe/tv^f V^itjyy^ r^itjyy^ 
Vy9^yy. Ayzi^^yy^ 3jxx*v>f$/>. fe<fct;z:*ie>(D^««c3&if}^^ 

[0 0 2 5] 

o 

[0 0 2 6] 

[0 0 2 7] 
[0 0 2 8] 
[0 0 2 9] 

T*^^o ^Jkm<D^}i^V-hsmm(Dmm^mil\^X\%. mX\iAy;\2^ (Bang 
ham) e>(^y /Ky-AiaS^S [S^-V— • >f:f • ^V^a.'y- • A^:tni; 

(J. Mol, Diol. ), 13 , 23 8 (1QG5)]. Ji^y — ;i/ttA 

ffi [S/>-:^;^ - iT:;^- iz;!/ - /1>f;rD$;?- (J. Ce l l. B i o l. ) , _6 
6,, 621 (1975)3. y\yy^^\yy.m iy:r,^y.' (febs 

Lett. ) _99_, 2 1 0 (1 9 7 9)). W^mmm iy-i^A^T. ' ytzf' 
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A>f *>!r$::^. h U - • r> K • A-iyfry^i^yi^y^ (Arch. Biochem 
. B i o p h y s . ) , 2 1 2 . 1 8 6 (1 9 8 1)], 315^^^^^ [:/n i/- 

7. • X- (Proc. Natl. Acad. Sci. USA), 7 5 , 4 19 4 
(1 9 7 8)], p H^mm (#»^2 5 7 2 5 54 ^^m. #^^2 6 5 9 1 

[0 0 3 0] 

iS^SSrfflSS-rS («?I;ttf 1 3 0 nm) , rCDU JKy-AJgai?KfCUCN- 0 1 

^M) iita^. U5i<v-A!^SIMcopH$:it>tt-f^iaiT'Jt# CJdsy-Ari^Sg 
®pH_h#|5tpHJb#«t®pH®Mtt3J6(Jb*^M*Uv%) Jet±<0^# 

[0 0 3 1] 

0-(yi->it^mm^m. it]^:t>^nmm^M. T-^^isifBtseM 

®*H=bff3SlCff (Stealth Liposomes, ed 
. by D. D. Lasic and F. Martin, CRC Press 
Inc., Florida, pp. 93-102, 1995^] „ $&{C, ^ 

3j<V-A*®^fiSS:ff P (Stealth Liposomes, 

e d . — b-s^ — — — La s ic and Ft Martin , — CRC Pro 

ss Inc., Florida, pp. 93-102, 1995^]. 
[0 0 3 2] 
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tf>®g. ->:^9'^>. :r.^uyt:^r^ymmm (edta) tjttf(Dtn.mitMi:V 

-..[0 03 3] . . 

[0 0 3 4] 

U3}<y~A(Z)^i^te^gti. 1 2 0 niiiJ«_h-Z:fe'5Zl^*W* 12 0 — 

±3ai©x ^ ;^ h ;i/ - y 3 If & ti S . 

[0 0 3 5] 

mMr.mm(D:iicm^mmmj.±ii^^:^mti.x\t. o. 2>xm. o. 4,im 

^ v^ li-^na JiO:^ ^ A?) OJL Sr^l" -5 > ::f ^ > :7 ;i/ ^ - 

;i/>f ^>f-»f-«Jif5:ffiM) -r-S*^ [R. H. Mu 1 1 e r, S. B e n i t a 
, B . Boh m^^, "Emulsion and Nanosuspensi 
ons for the Formulation of Poorly So 
luble Drugs", High — Pressure Homogeniz 
ation Techniques for the Production 
of Liposome DispersionsiPotential an 
d Limitations, M. Brandl, pp. 267 — 294, 19 
98 (Scientific Publishers Stuttgart, G 
e rma ny) ) & t**^S)tf e>tl^o 
[0 0 3 6] 

±BZiTj^i:k/jt^\^J:V^^n^ ' J V-Z>>agMtl. -^(/Jii^ e-btfeffi i^^^W 
. ^SaeS. «#^#;&iftCJ:*J. ifVy>fj:^(D 
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[0 0 3 7] 

. mnm. .^MM^ ^MM. &^m. ^m. v&AMts^ifti.x-bajivxmm'r^ 

[0 0 3 8] 
[0 0 3 9] 

t: hAGP^Jn^^y h:;^^XvtH (fc h AGP 0. 5mg/mL) ICfeW^S 
•JiKy-Al^tC^-^UfcUCN-O 1 CDS^e9«s«iffi5:»'^€)fc«), I8J6I91~4 
«J:0fit«{«l~3.T'ii|gbfcUCN-0 1 ^-g^U jKV- O. 1 mLtC 
^S*0. 9ml.%:ta?LXm-^Vt=.o :i®?R.O. 0 5 m-L tC.t.h A G F S: 0 . 5 

. ig^SL^I, ^3i:tK3 T-CT-SWH^^Lfe^. 2 m L ^l/itjg (Seph 

arose CL-6B. ^ 20bdiX20ciiu ^Hrffi : PBS ( U >^lift:^t§[7K) . S%l4l^2lD 
fi: 2mL, 75 2/ a >*g9tjl : il&4 m L) Lfeo »J iKy-i3,H^i:aeW;0- 
5:4i-llb, ^ai?SO. 4 mL^fc U 2 -:/D7\V 0. 8 m LiD^TSil -3 
bfc. 4X:T, 1 2, 0 0 0 g X 1 O^J-O^'&^J-K^ff ('V Jb«2 0/a 

LS:TiBC0*#T'l8fj8?K{*i'DVhir5 7-f- (HPLC) 4)^«fbfc. 

[0 0 4 0] 
HPLCdS-^f^fr 

iJ^h^: YMC- P a c kOD S - AMAM- 312150mmX6 mm (YMC 
) 

=^i&1Bio. i%h ux^;i,y<:>aRj i no. o 6 m o i XL u >^mg)«[ (p ii 

7. 3) : T-fe h- h U;i/ = l^»?aS : 1^49$ 
jjgj^ : 1 . 0 m L 
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^ffi : 3 1 0 n m. ^^?g;R4 1 0 n m 

[0 0 4 1] 

U3Ky--MticDUCN-o 1 i-r. U3Ky-i^®^4i(Z)UCN-o 

i(^-^it) ^ [ (A + B) /c] -effiiE-r^^iiJCcfcy, ^aibfco 

[0 0 4 2] 

tai] 

y TKy— ASi^q3coucN-o i^^r^ (%) = (a^c) xioo 

M6iS5>^=CDUCN-0 1^^^ (%) = (BH-C) XI 0 0 

[0 0 4 3] 

A : UsKV-Aia^^tfiOUCN- 0 Ig 

B : geH4>tfioDUCN- 0 li 

C : ^J]ymi&lZ^Ltc,V:^V-J^mmm^<DUCN-0 1* 
[0 0 4 4] 

[a2] 

yjify— ^E(3oucN-o 13^?^^ (%) 

= y TKy— .2xgr:9'4'oucN-o (%) -Mhi^z^ (%) xioo 

[0 0 4 5] 
[0 0 4 6] 
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-0 1 
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*•» ""V 1^ 


9 5 
8 0 








9 1 

S3 / 






••M l^j 


9 4 
6 3 






3 ^^^^^ 


9 9 
8 -1 








9 0 
3 7 






3^K^ 


2 3 
0 






3^^m 


9 3 
5 





[0 0 4 7] 
[0 0 4 8] 



[%mm} 










IS: 58X: [FEBS 


Lett. , 386, 247-251 (1996)]} 


tC. 25mL©100m 
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mo l/L^aiymMmW. (pH4. 0) ^rirtlX-, 3jf;i/-7^ >y ^ ;x ^ T^SSi: 
^ 1 OiaaigS^fc, Zltltc 1 0 Ommo 1 / L CD d7 oi > Jjl 

X.. **^iii:^S3}x:^:7r^s^;i'3y >cD5g*5j)^6 2. Smg/mLODUdfy- 

J^mmWLHt^^^om^htco — l Omg(Z)UCN-0 l $:*tJ^U. :^tC 
[0 0 4 9] 

ilfS93fe«S:a (DLS) [A model D L S - 7 0 0 . O t s u k a E 
lectronics Ltd. (DLS-700, . S^kTUW} "T: 

[0 0 5 0] 

SIJgM2 

5 g<Z)*«*in:*:S3jxX37 7 5^i;;i/3U> {ffi^^MS: 5 8X: [FEES 
Lett. , 3 8 6 , 247-251 (1996) ]}(C, 25mL<Z)100m 
mo l/L(D^ai>^^«?R (pH4. 0) >y X ^ ^^-y-^-eSg 

2llIii3g$ii:fco $ 6)lC 7 CCT? 0. 2 m ni(?)3KU A-3j<*- h 
:?^>y^>:7-Y;i/^-S:l Oiailia$-&fc„ ZltllCl O Ommo 1/L©^:i:> 
®^«?SSrJn;%.. *^;^iff*S*x:7T'5=-^;i/nU>CDjg;K*^6 2. 5mg/m 
LCDU/KV-A^^?R^^S?bfco — 1 OmgCOUCN-O 1 SritllKy. 
$fetC^|gbfeU3j<y-AJlS?fi8mL$:^iDL.fc. $e)JC. lmol/L<D*®e 
^b:?- h y ^MsTi^mm^m&^MLX p H & S ^S*5:iIIx.T^fi$: 1 

OmLiibfco 7 OTCTS^J^raj&nSfeb. UCN - 0 1 S: y sKy- Af^tC^^Ufc 

[0 0 5 1] 
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IIJ6M2TPigbfcUCN-0 1 S:^t^U3KV-i^^g«?^[5mL^C, 1. 2 5 
g/mLCDlgSCOPEG-DS PE [1, 2 - i/:^'rT U ^ A/- s n - if V "^U 

- 3 -3}>x:7T5^^:^Vvnit$? J -;i/T^ >-n- (tKU n-;i/2 o o 

0) ; A V a n t iig] <Z)ai^y-;i/^?£S:0. 0 5 m L^iD U fc^, 7 0t:*Zr 
24MSiD|»L, Ud<y-A^ffiS:d<Ux5^U>i?^U=r--;i/ (PEG) T*«Sbfc 

o 

[0 0 5 2] 

mmm4 

0. 7 g(D£^x5='TD>f;i/3}>x:7T^2;?;i/nu> [dspc. mm^um-. 5 
sicfecfcrfser; d^^tt-bffiSi. U/Kv-a. p. 77. 1988^. "Sa:^ 

) ] (C, *?j5mL01 0 Ommo l/L^x>®E^®|R (pH4, O) SrlrtlX.. 

y *-3K*- h^>:/^>:7^;i/.^-S: 1 omiiig^iirfco $^Jc. 70'CT*0 
. 2 Mm(D2KU5^-3^<*- h^>>^^>>^^;i/^-$: 1 OlHliiii^-^fco rtltC 
1 0 Ommo l/LCD^a:>^^«MS:iOA. D S P CCDjgS*^ 6 2 . 5mg/ 
mLCDUjKV-ASSSfiilft^ cl:e)PS8bfco 5 m g <?)U C N - 0 1 S:* 

UBtU. 5feJC^©bfcU3KV-i^!S«?R4mLS:«inbfco S?>lC. Imol/ 
L(D*^^b:^ h U ^ A7K^M^M*^inbT p H 8 tC ^@7K$:inx.T 
^»S:5mLi:bfco 7 0 "CT* 5 ^^^ifPl^ U C N - 0 IS: U 3}<y -i>.|:^jc^ 
-&bfco 

DLS"ey3Ky-ACD^i©5K^g5:SISbfci::n5. ISO nmTfeofco 
[0 0 5 3] 

JtiK«!Il 

2 0 gcD*«^in:^a3i^x^T5^s^';i/riy > {ffi«#?aK: 5 at: [febs 

— L B I L . , 8 8 6 , 2 -^-1 251 (1996)]) t^:. 7 OmLcPl 0 0 

mmo 1 /L^n:>®E^«JK (p H4. 0) ^Mk.. jK;!/^^- ^ X ^ ^^if-Tffi 
tomWl^tc,. Z^iDMrnm^. 7 O'CT-0.4/^mCD7KU:?tj-7K:»-h^>:;^^> 
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tt?R$:iD;i. *^*in>^S3jx;^ >^ r ^^^1/3 U >CDjgS*^ 6 2. Smg/mLOD 
U3Ky-A!ga3JK^&^ <J:'9^9gbfco — 2 0 m g(5!)U CN - 0 1 

$fetCMSbfcU7Ky-A®®?gl 6mL?:^.>EfllL;^o ^^IC. Imol/L 
CD^Seft-^- h U ^ A*^MS:^>*nbT p H ?: 8 ^@*$:iIIx.T^»S: 
2 0mLi:Lfco 7 0X:x^5^rSMmiL. U C N - 0 1 S: U jjf Ap^JC^-^ b 
fee 3*lS:*T*?frS|ILfe«. UCN-0 1 Sr-g-tfU^Ky-i^JB^JKl. 6mLS: 
:!:*ltC^g*6. 4mL5:illJx.fco (2 5'C. 1 1 0, 0 

OOgXl^r^) S:^^v^. JiWe. l ml^^m^Ltc^. ^e*$:*DATUCN 

DLST*U3jfy-i.a)^^5fi^^S$:ai^bfci::i5. l O 9 nmT*2>ofco 
[0 0 54] 
it«M2 

1 5 g<D|p«3}xx:7T^i:^Vi/nU > (E g g PC. fflte^iSlt : - i 5 7 

r; (HFSflE-bfifilS. U3Ky-A, p. 7 7. 1 9 8 8^. «a:M) ] IZ^ 7 5m 
LOl 0 Ommo l/Li^ai>K^«?S (pH4, 0) iiM:^. :^JV^y^y^^ 

yzf^yy^ JV^-i:l OmmM^i^f^o ZltliC l O Ommo l/LCO^x^K 
S««S:inx.. E g g PC<Z)«SA^6 2. 5 m g/m L CD U 3Ky-i^!Sa5?fii:& 

^^^mmi^r^. —is. 5mg(DUCN-o i 5fejci@SL^y3}fy 

$:M»^.iPL.TpH$:8jCLfe«^. ^,S7K$:ilJ^T^4S: 5 m L bfeo ^iST* 

. UCN-OlSrUdfy-i^J^fC^-g-Lfco 

DLST*U3}fy-A<^)3pi©JK^-SS:«I«bfct35. 2 74 nmTfeofco 
[0 0 5 5] 

JlifeCT3 

1. 1 g(D$>Vt;i/^ h>f;b7}x:;?.:7r^^Vl/r3U > [DPPC. : 4 

ix:fej:ty3 5'c (gaa-bfas. U4<y-A. p. 7 7. 1 9 8 8^. -mtL"^ 

) 3 tC. a&7mLg)l 0 Ommo 1 / L ^ JOgp^^JK (pH4. 0) -^Mtl. 
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1 5tBlJijaS-&fco Se>K:, 5 5X:T'0 

1 0 Ommo l/L®^'x>iEffi«?«[S:in^. D P P C©«S[*^ 6 2 . 5mg/ 
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